
DATE OF APPROVAL LETTER 
A.N 2 1 20300 

FREEDOM OF INFORMATION SUMMARY 

Out of specification label change for IVOMEC! SR Bolus for Cattle 

I.. GENERAL INFORMATION 

NADA NUMBER: 

SPONSOR: 

GENERIC NAME: 

TRADE NAME: 

DOSAGE FORM: 

MARKETING STATUS: 

PHARMACOLOGIC CATEGORY: 

EFFECT OF SUPPLEMENT: 

II. INDICATIONS FOR USE 

NEMATODES 

140-988 

Merial Limited 
2100 Ronson Road 
Iselin, New Jersey 08830-3077 

Ivermectin 

IVOMEC@ SR Bolus for Cattle 

sustained-release bolus 

OTC in cattle, one bolus per 275-600 pounds on 
the day of administration 

Antiparasitic 

This supplement provides for the revision of 21 
CFR 520.1197(d)(2) by replacing “(approximately 
135 days)” with “(approximately 130 days)” for the 
ivermectin delivery period. 

The IVOMEC@ SR Bolus is indicated for the treatment of established infections and, 
throughout its approximately 130-day ivermectin delivery period, controls the 
establishment of infection by newly ingested larvae of the following nematode 
species: 

Gastrointestinal Roundworms 
Haemonchus placei 
Ostertagia ostertagi 
Trichostrongylus axei 
Trichostrongylus colubriformis 
Cooperia spp. 
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Nematodirus helvetianus 
Bunostomum phlebotomum 
Oesophagostomum radiatum 

Lungworms 
Dictyocaulus viviparus 

IVOMEC@ SR Bolus controls established infections with hypobiotic (inhibited) 
fourth-stage larvae of Ostertagia ostertagi. 

MANGE MITES 
The IVOMEC@ SR Bolus provides control of established infestations of the following 
mange mites and prevents reinfestation for 130 days. 

Psoroptes ovis 
Sarcoptes scabiei 

SUCKING LICE 
The IVOMEC? SR Bolus provides control of established infestations of the following 
sucking lice and prevents reinfestation for 130 days. 

Linognathus vituli 
Solenopotes capillatus 

CATTLE GRUBS 
Initially, control is provided against migrating Hypoderma larvae or grubs acquired 
prior to administration of the IVOMEC SR Bolus; thereafter, prophylaxis is provided 
for approximately 130-days against newly acquired larvae. 

Hypoderma spp 

TICKS 
Control of the following tick will be provided by interfering with engorgement with 
blood and completion of the reproductive portion of the life cycle by newly acquired 
young adult females during the period of ivermectin delivery. However, larvae, 
nymphs and adult males, as well as young adult females already on the host at the 
time of treatment and actively in the engorgement process, may not be visibly 
affected. 

Amblyomma americanum 

III. DOSAGE 

A. Dosage Form: sustained-release bolus 

B. Route of Administration: oral 
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IVOMEC@ SR Bolus 

C. Recommended Dosage: One bolus (containing 1.72 g ivermectin) is to be given 
orally to cattle at least 12 weeks of age and weighing 275 lb (125 kg) to 660 lb. 
(300 kg) body weight on the day of administration. Each bolus is formulated to 
deliver 12 mg of ivermectin/day for 130 days. 

IV. EFFECTIVENESS 

Effectiveness in cattle was established originally under NADA 140-988. No 
additional data were required for approval of this supplement. Due to the increased 
amount of stability data now available, it is necessary to decrease the predicted 
lifetime specification for the IVOMEC SR Bolus. When the original lifetime 
prediction model was developed, only a limited body of knowledge was available 
concerning the effect of sample age on the predicted lifetime. Now that additional 
data are available through the 24-month expiry, a more appropriate shelf-life 
specification is proposed. The shelf-life specification was lowered from 116.5-l 52.1 
days to 109.4-145-O days. The ivermectin delivery period at release was then 
decreased from 116.5-152.1 days to 116.5-145.0 days. The label was modified to 
reflect this change from an ivermectin delivery period of “approximately 135-days” to 
“approximately 130-days”. 

V. TARGET ANIMAL SAFETY 

Animal safety in cattle was established originally under NADA 140-988. No 
additional data were required for approval of this supplement. 

VI. HUMAN FOOD SAFETY 

As discussed in the parent NADA 140-988 FOI Summary (approval date November 
18, 1996). For a complete summary of the toxicity tests for ivermectin, please consult 
the FOI Summary for NADA 128-409, IVOMECQ (ivermectin) 1% Injection for 
Cattle. 

VII. AGENCY CONCLUSIONS 

The information submitted in support of this supplemental application satisfy the 
requirements of Section 5 12 of the Federal Food, Drug, and Cosmetic Act and 2 1 
CFR Part 5 14 of the implementing regulations to revise 21 CFR 520.1197(d)(2) to 
reduce the period of protection from approximately 135 to approximately 130 days. 
All the other original indications remain the same. 

There are no changes to the codified tolerances for ivermectin in cattle or to the 
established pre-slaughter withdrawal time of 120 days. 

NADA 140-988 , Page 3 



IVOMEC@ SR Bolus 

The Agency has concluded that this product shall retain over-the-counter marketing 
status because adequate directions for use have been written for the layman and the 
conditions for use prescribed on the label are likely to be followed in practice. 

In accordance with 2 1 CFR 5 14.106(b)(2), this is a Category II change which did not 
require a reevaluation of the safety or effectiveness data in the parent application. 

Under section 5 12(c)(2)(F)(ii) of the FFDCA, this approval for food producing 
animals does not qualifies for marketing exclusivity because the supplemental 
application does not contains substantial evidence of the effectiveness of the drug 
involved, any studies of animal safety, or, in the case of food producing animals, 
human food safety studies (other than bioequivalence or residue studies) required for 
the approval of the application and conducted or sponsored by the applicant. 

The agency has determined under 2 1 CFR 25.33(a)( 1) that this action is of a type that does 
not individually or cumulatively have a significant impact on human environment. 
Therefore, neither an environmental assessment nor an environmental impact statement is 
required. 

IVOMECB SR Bolus for cattle is under U.S. patent numbers: 
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VIII. APPROVED LABELING (Attached) 

1. Boius label 
2. 12x Carton 
3. Package Insert 
4. 72x Carton 
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The IVOMEC (ivemwclin) SR Sdus is speci&xlly bnntdsted &use in 
cslves 275660 lb (125300 kg) body wightonthe daydbdus admh- 
khation. Calves must be ruminsling and greater lhan 12 weeks of age. 
Dono(~btaI”alw*ws)ghhg~(hnmL(125~. 
Mminktiabn b calves weighing less ha” 275 lb (125 kg) may result 
in esophageal it-+&s indudlrq obslnxti0n or perbm~ with asaod- 
ated complica&ms. Muding falslities. 

WARNING 

Nol for hunmn usa. 

Keep out of roach of chlldm”. 
wash hmis after use.The Makdal s&y Da19 sheet (MSDS) con- 
tains more detailed ocemational s&v inb”rx&e.To remrt adverse 
reactions in users, to o&l” more lnl&mation, 01 b c&in B MSDS. 
mn(eCl Medal aI 1886637~4251. 

lNTRoDucTloN 
The 1woMKY (wec”wtkl) Sustained Rdease (SR) Sdus contrds 
bkrnd and external parasites h cattle thmugtwi the grazi”g sascn. 
The IVOMEC SR Bolus contains lvermectin. B unique chemical sntity 
discovered and developed by scientists Imm Merck Research 
lAboratodes. 
MODE OF ACTION 
lvenwctin k a member of the macmcydic jactone class d Bndecto- 
ddeswhichhaveaunlguemodeolectan.~undsdmedass 
bind s&ctiwly wd dth high afiinity to gkdamategated chloride ion 
rhnnds which rxmr in hwrtebfate nerve and rwscle cells. 
This leads I.3 en increase i” me p+“-“&ility Of me cdl me”lbm”e to 
&bride ions with hlperpelarlzstio of the “awe rm musde cell. 
resulting in para@& and d&h of the parasile. Canpounds of Us 
dass “my also interact v/Ml auw ~and$ated dwde cha”“ds. such 
asthosegatedbyheneurotrsnsM’l(ergemmi~~~(~). 
The wide “l&n d Eakty Is mibukble b the kc! that “lanunak do 
l-01 have glutamategstad dwde dxmnels. the macrcqdii lactones 
have a bw affinity br oiher mammahan liisndgald d~loride channels 
and Uwy do not readily cmss tha Moodbrain banktr. 

INDICATIONS 
NenMtode* 
The IVOMK: SR Bobs k Indated for the beabnent of establishsd 
inlecticms and. thrwghwt its epproximately 130 day iwnectin 
delivers Mod. orwents the es$6lkt!nwnt of infeztbn bv newlv 

IMaNy. cc&d is provided against mm6”g Hypcderrm larvae (gubs) 
acqired priw to sdmk&tmtb” of Ihe lVOMEC SR E&s; thereafter, 
prc&%ds k proMed for awroximabdy 130 days against “etiy 

The e&k d hwwciin sustained release bdw ~1 rqxod&ive 
pertonence in bmdrg bdk and cws have ml been evaluated. 

f 

RESlDUE INFORMATlTION: Do not slaqhter c&t!.8 witi” 
180 days 01 Ireaknent (day of adtidstmtb”). Secause a 
milk withdrewal time has rwt been established, do not use In 
Imale dairy cattle of breeding age. 

- _ . Lb nol edminister a damaged bdus. 
The IVOMEC SR Eblus was specifically designed Lr usa in cattle, and 
k mt in(ended far use in other animal specks. 
Awkl using excessiw bne during atinistmticn. 

Irtmtim Insbumenk lnlmdaci br idrrdmklraUrm of other types 01 
boluses may result in delivery into the oral cavity and the teeth may 
cause damage IO the bdus. 
E”vlm”me”tal safely 
Sludias indicate that when hwrnocth, Eomes in mnlact with the soil, it 
readily and tighUy binds to the soil end bwmes inar%ve war time. 
Free ive”n&in ma” adwrseiv alfed fish and certain water-boma 

DOSAGE AND ADMINISTRATION 
One IVOMEC SR Sdus is give” to r&la wighhg at least 275 lb 
(l~~)g)andnotmwethan6601bobodywe’gMol 
administrabn. C&es must be ~n’nsting and greater than 12 weeks 
d age. Eadl bobs c=mUns 1.72 g bem~ecli-t. 
Care should be exercised in hmdling and administering the 
I’iOMECSR Bdusto~re~IIheoutermembraneisrotdamaged. 
Administer he b&s dirw i”to 610 pharynx udng fm appropriate 
Lx&g gun. 

F&wing release of uw bobs. m’!Mraw the ballii @m. Onca 
walbwd. the IVOMEC SR S&s has afficient de&y lo be relained 
in tie rumenlreb’cu!Lm for a” axtext& dumtica Some calves may not 
SuccessMly mmplete lh+ -“g renex up irilial admlm 
observe ersh animal bdefiy priw to release. Rqurgi$on d the b&s, 
sl+Jwgh infrequenl has bee” observed during the first day after 
ad~istra6cm and thrwghwf the deliwry p&d. 

STORAGE CONDITIONS 
SJore Mow 66’FBO’c. protect fmn excasiw heal (w*F&g%). 
ThelVCMECSRSdusksk~fortwy.?arsMe”stwxlbebw 
66”FBYC. 

HOW SUPPLIED 
Pv’OMEC SR Sdur (F’nduct 41313) is rw&bk crntid”g 1.72 g d 
iverm~“ardpsckaged12bd~pe,av(onor72bol~pe,cartah 

- ., 
!.!4rkll lhll 
21coRcoso”Ra%d 
Min. NJ -3l77, USA t 

IVOMEC and Caffle Head Logo we registered trademarka of 
Mtlriill. 

(abrial timiled: l?.sgkkr6d in Glghnd and wales (Reg. No. 3332751) mth 
re&ered ollii .t 27 t3i~41klnld-a Laden. SwlX 7DT, E”&md ud 
.,cmikakd in D-Aware. USA M Medal UC). 
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